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R l is OH, 0(CH,),. 2 OH, OCHjCOjI-I, CO : H, | 0-Z-C(0)NHCFflV' i (CH,), J 5 R 17 1 

Q-Z-qO^NHrrH ,1 ,,R 17 or [ OCH 2 -4-Pht ; -C{0)HHCH^ ls (CH 2 ) ll . j K n | 

OCH,-4-Phe-qo WHICH ,), ,R P / 

R- is H or lower alkyl, / 
R 1 is H, allcyl, aiyl, or arylalkyl; 

R' and R 5 are each independently H, lower alkyl, or substitu/ed lower alkyl where the 
substitucnts are 1-3 alkoxy, aryl, substituted aryl, c^rboalkoxy, carboxamido. 



di-loweralkylamido |, or 



X 

) 
) 



\V and R s taken together are -(CH : )„-, -(CH 2 ^-0-(CM,) r , 

-CH,-0-(CHj)j-, -(CH,) 2 -N RMCH,^, -CR.-NR'-CCH,),,,-, 

f-(CH 2 ),XH(NTm , ')(CH.,),- I -(C7l, ), CJKNHR%iCH, >,- 

/ 

-(CH 2 ) 2 -S(0) (K ,-(CH,) r , or H-l^ Ifl ^Inwcnilkyht CI I 2 h Cl ICU 2 - ; 

/ 

one of R fi and R 7 is II and the other is H, OH, <jv N(Cl l,),. f> R"R li : or 

/ / r-f Pl o d 

K r ' and R 7 taken together arc T , ^ ^ , ^ ^ , ^ ' , v / or ^ A with the proviso 

that when K 1 is -OH and R 2 ls -H, A r, and R 7 are not -H and -OH or when taken together 

are not \ / ; 

/ 

R H is a COOR : \ CONHR 11 , CSNH^ 11 , COR'\ S0 2 R'\ lower alkyl, aryl lower alkyl, 

heteroaryl, or hetcroaryl lowe/ alkyl, wherein aryl is optionally subsrituted with 1-3 
substiiuents selected from lojtver alkyl, lower alkoxy, halo, CN, NH 2> COOH, CONH,, 

carboalkoxy, and mono- or di-lower alkylamino and wherein heteroaryl is a mono- or 

NAUsi-Jt^y. ;-Ai' , i-v\>niKN!\.¥i«\rin(iii v\<i 
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is 



hicyclic heteroaromanc ring system of 5 to 10 members including 1 to 3 heicroatoms 
selected from O, N, and S and 0-3 substituents selected from halo, ammo, cyano, lower 
alkyl, carboalkoxy, CONH 2 , and S-lower alkyl; 

lower alkyl, aryl, aryl lower alkyl, heteroaryl, aryl substituted by 1-3 substituents selected 
from alkyl, alkenyl, alkoxy, methylene dioxy, and halo, 0r a 5- lo 6-inembered 
heterocyclic ring wherein the hetero atom is O or N, Wherein heteroaryl is a 
hcteroaromaiic ring of 5 to 6 members including I 2 heteroatoms selected from N, 
and S and 0-2 substitnents selected from lower alkyl, dialkylamino, lower alkoxy, and 
halo, 

R n) and R 11 are each independently lower alkyl, aryl, aryl lower alkyl, or aryl substituted by 1-3 
substitnents selected from lower alkyl, halo, alfcoxy and haloalkyl; 

iV 2 is lower alkyl, aryl, heteroaryl, aryl lower alkyL/lieteronryl lower alkyl, a 5- or 6-membered 
heterocyclic ring containing 1-2 heteroatom/S selected from O, S, and N , a 5- or 6- 
memheted heterocyclic ring containing j\ -2 heteroatoms selected from Q,_S and - 
lower alkyl, or aryl substituted with 1-3 siibsiiuients selected from lower alkyl, alkoxy, 
halo, sulfamoy!, lower alkyl sulfamoyl, yiyano, and phenyl; 

R n is lower alkyl, aryl, or aryl substituted wtfh 1-3 substituents selected from lower alkyl, 
alkoxy, halo, CN, and haloalkyl; 

R 14 is H; | alkyl |; alkyl substituted by 1-3 alkoxy, J loweralkyl | Slnvycralkvl , sulfamoyl, 

halo : alkyksulphonamido, or arylsi^phonamido; alkenyl; alkynyl; aryl; substituted aryl; 

/ 

heteroaryl; substituted hcteroary^ heterocycloalkyl; -CH 2 N"R lf> C(0)R 1 h ;-C(0)NR ,ft R ,f '; 

-CH 2 OC(0)R K '; or ~CH 2 SC(0)R ,fi ; 
R ,s is H, alky!, -C(0)X, -C(S)X, or/C(NCN)NR 3 R 3 ; 
R 1A is lower alkyl, substituted lowQf alkyl, aryl, nr substituted aryl; 

R 17 is H; | alkyl; J alkyl substituted by 1-3 alkoxy, | S-, loweralkyl | S-loweralkvl , sulfamoyl, 
halo, alkylsulphonamido, f>r aiylsulphonamido; alkenyl, alkynyl; aryl, substituted aryl:. 
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heteroaryl; substituted heteroai"yl; heterocycloaikyl; | heterocycloalkyl, diphenylmethyl; | 
-CH\NR" i C(0)R ,f> ; -C(0)NR ,, 'R" i , -CH,OCjfb)R" i ; or -CH,SC(0)R ,,; ; 
( R'-isHor-CCll^R' 7 !; 

X is alkyl, Eiryl, arylalkyl, O-loweralkyl, or -NR'R 1 ; 

2 is -(Cli),.,;-, optionally substituted with 1-3 lower alkyl; -CHR 2 -, -Phe-CH,-, where Phe is 
optionally mono-substituted with halogen, lower alkyl, or alkoxy; or 
heteroary 1 en e- (CH ; 

m is 2 or 3, 

n is 4-9, 

or a pharmaceutical ly acceptable salt thereof. 




7. (once amended) A compound of claim 4 wherein: 
R" is OH, 0CI-I 2 C(O)NH(CH 2 ),^fi 17 , or OClI 2 -4-Pbe-C(0)NH(CH,),. fl R 17 ; 
[ R~ is H or lower alkyl; j 



R 1 and R 5 are each lower alkyl | or _ 



I 



or 



N— R 



R' 1 and R 5 taken together arc -(CH 2 ) S -, -(CH 2 ),-0-(CH : ) : -, 

-(CH 2 ) 2 -KR ,t -(CH 3 ) 2 - 1 -(CH 2 ) 2 -CH(NHR k )(Cl l 2 ) 3 -, -(CH 2 ) : -S-(CH 2 ) 2 -, 

or CH 2 CH(NCH 3 )(CH 2 ) 2 CHCIf ? - ; 



Rf /lV are H/OH; -O, or -S(CH^,g-; 

R H is H, COOk'\ CONl-LR'VCSNT-rR 1 ', COR'; SO>R'\ lower alkyl, an/I lower alkyl, 

heteroaryl wherein the dng members include I to 3 N atoms and the substituents arc halo 
or amino, heteroaryl lower alkyl wherein heteroary! is 6-membered and the heteroatornii 
arc N, or aryl lower alkyl substituted with 1 subsiitueni selected from lower alkyl, alkoxy, 
and halo, 

n \uKiLiisvs'!AKiArr\pi ifiK-f\iK^mr^H FRi 

Junr 0, 2Wi 
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R J is lower alkyl, aryl lower alkyl, aryl, teirahydrofuranyl, tctrahydropyranyl, or aryl 

substituted by 1 to 2 substiiuent.s selected from lower alkyl, alkenyl, alkoxy, methylene 

dioxy, and halo; 
R 10 and R" are each independently aryl, aryl lower alkyl, 

or aryl substituted by 1 substituent selected from lower alkyl, halo, alkoxy, 

trifluoromeihyl, and pentafluoroethyl; 
R 12 is lower alkyl, aryl., aryl lower alkyl, heteroaryl lower alkyl wherein the heteroatoms are 

\, a 5- or 6-memhered heterocyclic ring containing 1-2 heteroatoms selected from S and 

N lower alkyl, or aryl substituted wuh I substituent selected from lower alkyl, alkoxy, 

halo, sulfamoyl, cyano„ or phenyl; 
R n is lower allcyl, aryl, or aryl substituted wuh I substituent selected from lower alky!, 

alkoxy, and halo, 

or a pharmaceuticallv acceptable salt thereof 

/ 

f 

10. (mice amended) A compound of claim A of the formula: 



wherein: 




R' is | 6-or V-OCHaCCONHCHR'^CW^MR'^-or 7-OCr^ a 4-Phc-C(0)Nl-lCHR 1H (CH,) 11 . s R ,7 1 

6- or 7-OCH,aOWH<CH^ , . R 17 or 6- or 7 OCfl,-4-Ph.vC(0)N ll( CHA ,R n 

when R 2 is H, ! 
R 1 is | 7.0CI-| 2 C(0)NHCHR 1K (CH 3 ) U . 5 R 17 , or f OCH 2 -4-Phe-CfO)NHCHR 1K (CTT 3 ) (M R 17 | 

i 

7- OCH, aOWHfCB,) . Al 17 or 7-QCrj,-4-Phi>-aO)NllfCHA <R 17 
when R 2 is CH 3 ; 
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R 1 and R' are each methyl; or R' and R 5 taken together are -(Cl-I : ),-, -(CH 2 ) 2 -0~(CH-,) = -, 
-(CH 2 ) 2 -NR ,, -(CI-I 2 ),- I -(CHib-CHCNHR-XCH^-, -(CH 2 ) 2 -S-(CH 2 ) 2 -, or 
-CH 3 CH( NCH 3 )(CH 2 )nC HCH 2 - ; or R J is methyl and R< is -CH-.OCH, or -(CH 2 ).,N(Et) 2 , 

one of \X r ' and R 7 is H and the other is OH; or R" and R 7 taken together are =0 or -S(CI-I 2 ) 2 S-; or 
one of R 6 and R 7 is H and the other is NAB, where A in methyl, 2-incthoxyethyl, 
2-phenylcthyl, 4-melhoxybenzyl, 2-ieirahydro-furanylmethyl, 
2-(3,4-dimethoxyphenyl)cthyl, or 2 3 2-diphenylethyl and 
O 

[ u u 

" ,(CH 2 ) 4 NH 2 

NH 2 



B is 



H , -S0 2 CH 3 ^ 

NH 

~(CH 2 ) 5 rvK^NH 



O jj"" 1 NCN 



O S 



'N(h-propyl)^ ^ 
S 



NHCH 3 



NHCH3 



or 



NUPh 



R K is II, CONHCH 3> S0 2 Phe, (CH^CH,, CO(CH^ 2 CH 3 , benzyl, C(0)-(4-Phe)-SO 2 NH 2 , or 
N = 



N 

(Cl-U), ^ 1 ' 1 is methyl, n-butyl, 3-methoxy-n-pitapyl, CI l r c-propyl,or -(CH 2 ),.,-phenyf and 
(CHi),.,,R' 7 is methyl, 2-meihoxyethyl, 2-phenylethyf 4-mcthoxybenzyl, 

methyl-2-tetrahydrofijranyl, 2-(3,4-dinjietho\'ypheiiyl)ethyl, or 2,2-diphenylethyl; 

i 

or a pharmaceutically acceptable salt thereof, i 



^' ^R^.STAPPvjL'Vri \.'J\ ' .:jt)rf\;jiM( i 
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A compound of claim 4 of The formula Tib, llqf, or lid: 




wherein. j 
R' is 6- or 7-OH, f 6- or 7-OClUC(O)N^HB^fCH0n. 5 Il 17 , or 

6- or 7-OCl-l 2 -4-Pl 1 e-C(0)NHC^^V< , 4cll 2 )o. 5 R ,7 | 6- or 7-OCH,qOlNII(Cin , , R 17 or * 
6- or 7-OCH,-4-Phe-aO>NlkClj| ), f R" , A 

R- is H or CH n ; j 
R* is -CO-Phe-p-SO : NH 2> and j 
R" and R. 7 together are or -SCH 3 CH 2 S-| 

i 

Claim 14, delete first table entry wherein: 



R 1 is 


R 2 is 


R 4 /R 5 is 


R" is 


R 7 .s 


R H is 


6-OH 


H 


-(CH 2 ) 2 NR*(CH : ) 2 - 


OH 


11 


-CONH-Ph-4-CF, 



N.^LS!iR:i\.S'rAP|'\C"i '\|'|-|KM\[HlH\iK)Wl t.lMvZ 



